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DETAILED ACTION 

Applicants' responses of January 14 and September 29, 2008, to the action of July 12, 
2007, is acknowledged. Claims 2, 12, 14, 17-19, and 21 have been cancelled and Claims 1, 3, 6, 
and 16 have been amended. Claims 1,3-11, 13, 15, 16, 20, and 22-25 are pending. Claims 4, 5, 
7-11, 13, 15, 20, and 22-25 were previously withdrawn from further consideration pursuant to 37 
CFR 1.142(b) as being drawn to nonelected inventions. Claims 1, 3, 6, and 16 are hereby 
reexamined. 

Claims-Objections 

Claims 1, 3 and 16 arc objected to for reciting non-elected subject matter. Applicants are 
reminded that the elected invention is directed to a method for identifying a candidate p21 
pathway modulator by assessing the proliferation of a cultured cell expressing a casein kinase ly 
(CSNK1G). 

Claim Rejections - 35 USC § 101 

35 U.S.C. 101 reads as follows: 

Whoever invents or discovers any new and useful process, machine, manufacture, or composition of matter, or 
any new and useful improvement thereof, may obtain a patent therefor, subject to the conditions and 
requirements of this title. 

Utility 

Claims 1, 3, 6, and 16 rejected are under 35 U.S.C. 101 because the claimed invention 
lacks patentable utility. Claims 1, 3, 6, and 16 recite a method for identifying a "candidate" p21 
pathway modulator. To satisfy 35 U.S.C. 101, an invention must be "useful", i.e. be specific and 
substantial. A "specific utility" is specific to the subject matter claimed and can provide a well- 
defined and particular benefit to the public. To be substantial, the invention must be useful to the 
public as disclosed, not that it may prove useful at some future date after further research (see 
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MPEP 2107). In the instant case, the method is designed to merely identify a "candidate" p21 
pathway modulator. Thus, the method fails to have a specific and substantial benefit to the 
public without further research to determine if the "candidate" modulator is, in fact, a modulator 
of a p21 pathway. Practicing the recited steps has no immediate benefit to the public. 

Claims 1,3,6, and 16 are also rejected under 35 U.S.C. 1 12, first paragraph. Specifically, 
since the claimed invention is not supported by either a specific and substantial asserted utility or 
a well-established utility for the reasons set forth above, one skilled in the art clearly would not 
know how to use the claimed invention. 

Claim Rejections - 35 USC § 112-Second Paragraph 

The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter, which the applicant regards as his invention. 

Claims 1, 3, 6, and 16 are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention for the following reason. 

Rejection of Claims 1, 3, 6, and 16, because the phrase "agent-biased activity" renders 
the claims indefinite, is maintained. In response to this rejection, Applicants assert that the 
claims have been amended to remove said phrase; however, the claims have not been so 
amended. 

Rejection of Claims 1, 3, 6, and 16 because the phrase "the system" lacks antecedent 
basis, is maintained. Said phrase should be corrected to "the assay system". In response to this 
rejection, Applicants assert that the claims have been amended to correct said phrase; however, 
the claims have not been so amended. 
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For Claims 1, 3, 6, and 16, the phrase "CSNK1G polypeptide" renders the claim 

indefinite. The specification states: 

"The term "CSNK1G polypeptide" refers to a full-length CSNK1G protein or a functionally active 
fragment or derivative thereof. A "functionally active" CSNK1G fragment or derivative exhibits one or 
more functional activities associated with a full-length, wild-type CSNK1G protein, such as antigenic or 
immunogenic activity, enzymatic activity, ability to bind natural cellular substrates, etc." 

Said definition is only exemplary; the skilled artisan would not know the metes and 
bounds of the recited invention. In addition, the art teaches there are several isoforms of 
CSNK1G (Zhai et al, 1995; IDS); the specification fails to define which isoforms, and variants 
thereof, are encompassed. 

Claim Rejections - 35 USC § 112-First Paragraph 

The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and process of making 
and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it 
pertains, or with which it is most nearly connected, to make and use the same and shall set forth the best mode 
contemplated by the inventor of carrying out his invention. 

Enablement 

The rejection of Claims 1, 3, 6, and 16 under 35 U.S.C. 1 12, first paragraph/enablement, 
for the reasons explained in the prior action, is maintained. 

In support of their request that said rejection be withdrawn, Applicants provide the 
following arguments. 

(A) The recited method of identifying a candidate p21 pathway modulating agent using 
an assay system that detects a change in CSNK1G expression or activity is enabled. 

(B) The specification provides sufficient guidance. For example, that CSNK1G 
polypeptides and the p21 pathway are involved in cell cycle regulation and cell growth, the 
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structure of CSNK1G polypeptides, agents that modulate the CSNK1G polypeptides and/or the 
p21 pathway, cell based assays, functional assays, and secondary, confirmation assays are taught. 
These arguments are not found to be persuasive for the following reasons. 

(A) Reply : The elected method is not directed to a method using an assay system that 
detects a change in CSNK1G expression or activity. 

(B) Reply : It is acknowledged that these things are taught in general. It is also 
acknowledged that many cellular assays are known in the art. However, the specification fails to 
teach the full scope of the recited invention, which encompasses any method for identifying a 
candidate p21 pathway modulator by assessing the proliferation of any cultured cell expressing 
any CSNK1G for the following reasons. 

(i) As explained above, the metes and bounds of the term "CSNK1G polypeptide" is 
indefinite. Thus, the specification fails to enable the skilled artisan to use any cell comprising 
any "CSNK1G polypeptide". 

(ii) The elected invention is directed to a method for identifying a candidate p21 pathway 
modulator by assessing the proliferation of a cultured cell expressing a CSNK1G. Neither the 
specification nor the prior art provide sufficient guidance such that the skilled artisan can deduce 
that, if a test agent affects the proliferation of a cultured cell expressing a CSNK1G, said test 
agent is a p21 pathway modulator. Said deduction cannot be made because neither the 
specification nor the prior art provide evidence that a response of proliferation is diagnostic for 
modulation of the p21 pathway in any particular cell types. Clearly non-p21 pathways may be 
modulated by any test agent, thereby affecting proliferation and interpretation of the assay 
results. It would be undue experimentation for the skilled artisan to determine whether the p2 1 
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pathway is the sole pathway that mediates proliferation in all cell types. Without said 
experimentation, the skilled artisan would not know which cells can be successfully used in the 
recited method. 

For these reasons and those explained in the prior action, rejection Claims 1,3,6, and 16 
under 35 U.S.C. 1 12, first paragraph/enablement, is maintained. 

Written Description 

Rejection of Claims 1, 3, 6, and 16 under 35 U.S.C. 1 12, first paragraph/written 
description, for the reasons explained in the prior action, is maintained. In support of their 
request that said rejection be withdrawn. Applicants provide the following arguments. 

(C) The specification describes a method of identifying a candidate p21 pathway 
modulating agent using cultured cells that express a CSNK1G polypeptide or nucleic acid and 
determining the expression or activity of CSNK1G in the assay system, wherein a change in 
CSNK1G expression or activity between the presence and absence of said candidate test agent 
indicates the presence of a candidate p21 pathway modulating agent. 

(D) The specification thoroughly describes the characteristics of the CSNK1G 
polynucleotides and polypeptides as well as assays to be used. 

These arguments are not found to be persuasive for the following reasons. 

(C) Reply : The elected method is not directed to a method using an assay system that 
detects a change in CSNK1G expression or activity. 

(D) Reply : The specification fails to sufficiently describe the recited invention, which 
encompasses any method for identifying a candidate p21 pathway modulator by assessing the 
proliferation of a cultured cell expressing a CSNK1G, for the following reasons. As explained 
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above, the metes and bounds of the term "CSNK1G polypeptide" is indefinite. Thus, the 
specification fails to sufficiently describe the use of any cell comprising any "CSNK1G 
polypeptide". The specification also fails to sufficiently describe those cells that can be used 
successfully in the elected invention. As explained above, useful cells have the characteristic 
that their proliferation is mediated solely by the p21 pathway; the specification teaches no such 
cells. 

For these reasons and those explained in the prior action, rejection Claims 1,3,6, and 16 
under 35 U.S.C. 112, first paragraph/written description, is maintained. 

Claim Rejections - 35 USC §102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a primed publication in litis or a foreign country or in public use or on 
sale in this country, more than one year prior to the date of application for patent in the United States. 

Claims 1, 2, 3, 6, and 16 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Funk et al, 2000 as evidenced by Kusuda et al, 2000 (IDS). Funk et al teach that bone marrow- 
derived dendritic cells from TNF-receptor knock-out mice survive in culture and proliferate in 
response to colony stimulating factor, while TNF inhibits colony stimulating factor-induced 
proliferation in wild-type cells (Fig lc & 2a). Funk et al teach a second assay showing that the 
TNF-receptor deficient cells have reduced levels of p21 protein (Fig 2b), which they postulate 
contributes to the long-lasting proliferation of the cells. Thus, Funk et al teach a method of 
identifying a modulator of the p21 pathway, TNF, by measuring cell proliferation and a second 
assay measuring p21 protein levels. The dendritic cells of Funk et al are likely to express a 
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CSNK1G, as evidenced by Kusuda et al, 2000, which teaches that essentially all tissues express 
such kinases (Fig 2). Therefore, Claims 1, 2, 3, 6, and 16 are rejected under 35 U.S.C. 102(b) as 
being anticipated by Funk et al, 2000 as evidenced by Kusuda et al, 2000. 

Claim Rejections - 35 USC §103 
The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

Claims 1, 2, 6, and 16 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Donato et al, 1998 in view of Funk et al, 2000, as evidenced by Kusuda et al, 2000. Donato et al 
teach a process for identifying TNF and the protease inhibitor YVAD as modulators of the p21 
pathway, wherein the process includes a cell survival assay (Fig 7) and measuring cleavage of 
p21 (Fig 9). Donato et al do not teach a process for identifying modulators of the p21 pathway, 
wherein the process includes a cell proliferation assay. As described above, Funk et al teach a 
cell proliferation assay. It would have been obvious to a person of ordinary skill in the art to 
combine the teachings of Donato et al and Funk et al to develop a process for identifying TNF 
and the protease inhibitor YVAD as modulators of the p21 pathway, wherein the process 
includes a cell proliferation assay. Motivation to do so is provided by the desire to confirm that 
TNF and YVAD affect cell proliferation via the p21 pathway. The expectation of success is 
high, as cell proliferation assays are well-known in the art. The ME- 180 cells of Donato et al are 
likely to express a CSNK1G, as evidenced by Kusuda et al, which teaches that essentially all 
tissues express such kinases (Fig 2). Therefore, Claims 1, 2,7 6, and 16 are rejected under 35 
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U.S.C. 103(a) as being unpatentable over Donato et al, 1998 in view of Funk et al, 2000, as 
evidenced by Kusuda et al, 2000. 

Applicants' Arguments 

In support of their request that the prior rejections under 35 U.S.C. 102(b) and 103(a) be 
withdrawn, Applicants provide the following arguments, which are relevant to the rejections 
above. 

(E) The Office has overlooked the inventive aspect of the claimed method of identifying 
a candidate p21 pathway modulating agent using an assay system that detects a change in 
CSNK1G expression or activity. 

(F) The reference(s) cited fails to contemplate any [functional] association between 
casein kinase I and p2 1 . 

(E) Reply : As per Applicants' response of April 27, 2007, the elected invention is 
directed to a method for identifying a modulator using a cellular proliferation assay system 
comprising a casein kinase ly. The elected invention is not directed to a method using an assay 
system that detects a change in CSNK1G expression or activity. 

(E) Reply : The claims fail to recite any limitation of a functional association between 
CSNK1G and p21 . The claims merely recite using a cell comprising a CSNK1G. 

Allowable Subject Matter 

No claims are allowable. 

Final Comments 

To insure that each document is properly filed in the electronic file wrapper, it is 
requested that each of amendments to the specification, amendments to the claims, Applicants' 
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remarks, requests for extension of time, and any other distinct papers be submitted on separate 
pages. 

It is also requested that Applicants identify support, within the original application, for 
any amendments to the claims and specification. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Sheridan L. Swope whose telephone number is 571-272-0943. 
The examiner can normally be reached on M-F; 9:30-7 EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Dr. Nashed can be reached on 571-272-0934. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published application 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http:A'n«iir-dir . ci.:j-, r>lo.g ov. Should you have questions on the access to the Private 
PAIR system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 
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Primary Examiner, Art Unit 1652 



